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Interspecies (UFHl 

OPPT agrees with the value of 3 and rationale for applying this value when deriving the reference doses, 

as discussed on pp. 29 and 77 of the PFBS document. 

LOAEL-to-NOAEL (UFL) 

OPPT agrees with applying a value of 1, since benchmark dose modeling was used for deriving the points 

of departure. 

Subchronic-to-Chronic (UFs) 

OPPT agrees with applying a value of 1, given that the principal study evaluated the developmental 

period, which is recognized as a susceptible life stage. 

Database Deficiency (UFol 

OPPT disagrees with application of a 3-fold and a 10-fold factor for UFo for the subchronic and chronic 

reference doses, respectively. Based on the rationale provided below, OPPT would recommend applying 

a factor of 1 and 3 for the subchronic and chronic UFo values, respectively. 

For the subchronic reference dose, on p. 77 of the PFBS document the justification for applying a 3-fold 

factor for UFo is provided: "the observation of decreased thyroid hormone is known to be a crucial 

element during developmental life stages, particularly for neurodevelopment, and the database is 

limited by the lack of developmental neurotoxicity studies. In addition, as other health effect domains 

such as immunotoxicity and mammary gland development are effects of increasing concern across 

several members of the larger PFAS family [references omitted] the lack of studies evaluating these 

outcomes following PFBS exposure is a limitation in the database." 

OPPT notes that deficits in thyroid hormone are a precursor event to the potential for adverse effects on 

the developing brain. Therefore, protecting against the thyroid effects, as done in the PFBS document, 

would protect against potential adverse effects on the developing brain, thereby obviating the need for 

developmental neurotoxicity studies. This approach is consistent with EPA's shift with its testing focus 

from the developmental neurotoxicity test guidelines "to more targeted testing based on commonly 

accepted modes of action". 3 

OPPT performed a search on the Health Assessment Workspace Collaborative (HAWC) database for 

primary (e.g., bone marrow and thymus) lymphoid organs and for mammary gland under the open field 

for "Organ". 

3 EPA (2020) The Use of New Approach Methodologies (NAMs) to Derive Extrapolation Factors and Evaluate 

Developmental Neurotoxicity for Human Health Risk Assessment, FIFRA Scientific Advisory Panel, Virtual 

Preparatory Meeting, August 25, 2020, 20 slides, at slide 4, available at: https://downloads.regulations.gov/EPA

H Q-0 PP-2020-02 63-0033/ content. pdf 
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